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DETAILED ACTION 



Applicants' arguments, filed July 28, 2008, have been fully considered but they 
are not deemed to be fully persuasive. The following rejections and/or objections 
constitute the complete set presently being applied to the instant application. 

Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

2. Claims 1 , 2, 3, 6, 7 and 10 - 17 were rejected under 35 U.S.C. 102(b) as being 
anticipated by Grandfils et al. (US 5,962,566). This rejection is MAINTAINED for the 
reasons of record set forth in the Office Action mailed March 27, 2008 and those set 
forth below. Due to the amendments to the claims, this rejection is applied to claims 12 
-17. 

Applicant traverses this rejection on the basis that the amended claims now 
require the use of a non-polar organic solvent which contains both the biodegradable 
polymer and POE-containing polymer which is added with stirring to a polar phase. 
Grandfils et al. does not disclose or suggest using a non-polar solvent to dissolve the 
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polymers just prior to their mixture with the aqueous phase and requires a solvent 
evaporation step. Additionally, the compositions of Grandfils et al. contains cholesterol, 
a surfactant, which if not added, results in the formation of microparticles. As the 
process is patentable, the "product produced by the product is also patentable" (p 7 of 
the response). 

These arguments are not found to be fully persuasive. Due to the amendments to 
the claims, the rejection under 35 USC 1 02(b) over the method of making the particles 
is withdrawn but the rejection is maintained over the product and product-by-process 
claims. If a product is found to be novel, then the process to make that product is also 
novel. However, a process to make a product when claimed in the product-by-process 
format must result in a different, non-obvious product in order for the product by process 
claims. "[Ejven though product-by-process claims are limited by and defined by the 
process, determination of patentability is based on the product itself. The patentability of 
a product does not depend on its method of production. If the product in the product-by- 
process claim is the same as or obvious from a product of the prior art, the claim is 
unpatentable even though the prior product was made by a different process." In re 
Thorpe, 777 F.2d 695, 698, 227 USPQ 964, 966 (Fed. Cir. 1985) (citations omitted) 
MPEP 2113. Applicant has not presented any evidence that a nanoparticle produced 
using a non-polar organic solvent in place or polar organic solvent results in the 
production of such a product. 

While the nanoparticles of the prior art contain cholesterol, this ingredient is not 
excluded from the nanoparticles of the instant claims as the claims use the open 
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language of "comprising". The Examiner was also unable to locate a passage in 
Grandfils et al. relating to result achieved in compositions that did not include 
cholesterol. The Applicant is kindly requested to point by column and line number to 
where support may be found in this document, or by the submission of evidence such 
as in the form of a declaration, for this information. 



New Claim Rejections - 35 USC § 103 



3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



4. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
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were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

6. Claims 1 - 1 7 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Grandfils (US 5,962,566) in view of Levy et al. (WO 96/20698). 

The teachings of Grandfils et al. have been discussed in the Office Action mailed 
March 27, 2008 and above. In the process of making the nanoparticles disclosed by 
Grandfils et al., a biodegradable polymer and polyoxyethylene-derived block copolymer 
are dissolved in a polar organic solvent, which is dried, cholesterol is added and that is 
dissolved in the polar organic solvent DMSO prior to mixing with the polar phase which 
results in nanoparticle formation (e.g., example 1 in col 5) 

Grandfils et al. does not disclose a process for making nanoparticle in which the 
polymer components are dissolved in a non-polar organic solvent which is mixed with 
the polar phrase, resulting in the formation of nanoparticles. Grandfils et al. also does 
not disclose the use of polyanhydrides or poloxamines in the nanoparticles. 

Levy et al. discloses biodegradable controlled release nanoparticles (abstract). 
When hydrophilic active agents are to be incorporated into the nanoparticles, the 
polymer is dissolved in a nonpolar organic solvent such as methylene chloride or 
chloroform (p 18, In 8 - 1 1). The bioactive agent is dissolved in a semipolar organic 
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solvent which, after being combined with the nonpolar organic solvent, is emulsified with 
an aqueous phase to form nanoparticles (p 18, In 11 - 15). In example 1 (p 30), the 
polymer and drug are dissolved in methylene chloride and added directly to the 
aqueous phase (p 30, In 18 - p 31, In 4). Among the biocompatible, biodegradable 
synthetic polymers which may be used to form nanoparticles are polyanhydrides (p 7, In 
17 - 20). Poloxamers such as those sold under the trade name TETRONIC® 908 can 
be included as a synthetic polymer which is useful for modifying the surface of the 
particles (p 1 3, In 1 0 - 1 5). These surface agents allow for targeting, enhanced 
sustained drug release, protection of the bioactive ingredient improve suspendability 
and/or preventing aggregation of the nanoparticles (p 13, In 1 - 7). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to take the teachings of Levy et al. which do not require both a polar 
and nonpolar organic solvent solution in order to produce nanoparticles and to simply 
use the polymer dissolved in a nonpolar aqueous solvent added, with stirring, to a polar 
phase to generate nanoparticles, as taught by Grandfils et al. The polarity and final 
choice of solvent used to make the nanoparticles is dependent on a number of factors, 
including the solubility of the polymers being used as well as the polarity of the active 
ingredient being incorporated in the nanoparticles. One of ordinary skill in the art 
particularly in view of the teachings of Levy et al. would be aware that the polymers 
dissolved in a nonpolar organic solvent need not be evaporated and resuspended in a 
polar organic solvent in order for nanoparticles to be produced when the organic 
solution is mixed with a polar phase. 
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Polyanhydrides are taught by Levy et al. as biocompatible and biodegradable 
materials which are functionally equivalent to those taught as suitable for nanoparticle 
formation by Grandfils et al. (see col 2, In 28 - 35). It also would have been obvious to 
one of ordinary skill in the art to include a poloxamine in the nanoparticle composition of 
Grandfils et al., taught by Levy et al. to improve a variety of features of the 
nanoparticles, such as preventing aggregation of particles, allow for targeting or 
enhance drug release from the nanoparticles. 



Conclusion 



7. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See M PEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571)270-3532. The examiner can normally be reached on M - F, 8:00 a.m. - 4 p.m. ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
NMW 



